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Lll ANSWER 11 OF 15 MEDLINE DUPLICATE 2 

AB Angiotensin-converting enzyme inhibitors reduce proteinuria in both 
normotensive and hypertensive patients with proteinuric renal 
disease. However, the mechanism of the antiproteinuric effect has 
not been clarified. We performed a prospective, double-blind, 
placebo-controlled, randomized crossover trial to test the hypothesis 

that 

the antiproteinuric effect of ramipril was due to an improvement in 
glomerular permselectivity independent of blood pressure and glomerular 
filtration rate. The effect of low-dose (1.25 mg/d) and high-dose (5 

mg/d) 

ramipril was assessed in 15 normotensive nondiabetic patients with 
proteinuria (> 150 mg/d) . The study was divided into four 12-week 
periods : 

placebo, high- or low-dose ramipril, crossover to low- or high-dose 
ramipril, and placebo. Blood pressure, glomerular filtration rate, renal 
plasma flow rate, urinary protein excretion rate, and plasma angiotensin 
II levels were measured at the end of each period. Mean arterial 
pressure, 

urine protein to creatinine ratio, and albumin excretion rate 
decreased significantly during low- and high-dose ramipril. Glomerular 
filtration rate and renal plasma flow rate were not changed 
significantly. 

Plasma angiotensin II levels decreased with both low- and high-dose 
ramipril. There were no episodes of hypotension and only one subject 
developed cough during ramipril that did not require discontinuation of 
the study drug. In conclusion, administration of ramipril in both low and 
high doses lowered blood pressure and reduced proteinuria in this cohort 
of normotensive patients with a variety of proteinuric renal 
diseases. The antiproteinuric effect of ramipril is probably 
mediated by a reduction in glomerular capillary pressure. 

Lll ANSWER 13 OF 15 MEDLINE 

AB Microalbuminuria predicts early mortality and renal 

disease in non-insulin-dependent diabetic patients. In 

insulin-dependent diabetic patients, angiotensin converting enzyme 

inhibition decreases microalbuminuria and retards the progression of 

renal disease. The aim of this study was to evaluate the 

effect of low dose ramipril on albumin excretion rate (AER) and 

blood pressure in non-insulin-dependent diabetic patients with persistent 

microalbuminuria (AER > 20 < 200 micrograms/min) and normal blood 

pressure 

or mild hypertension. The study was a randomized, double-blind, 
placebo-controlled clinical trial of 6 months duration at 14 
hospital-based diabetes centers in northeastern Italy. Blood pressure, 
plasma glucose, and body weight were determined every month; AER, serum 
creatinine, glycosylated hemoglobin, and plasma lipids at baseline, .after 
1 month, and at the end of the study. Of 122 non-insulin-dependent 
diabetic patients randomly allocated in blocks of four to receive either 
ramipril (1.25 mg/day) or placebo, 108 (54 in the ramipril group and 54 

in 

the placebo group) completed the study. At baseline, age, duration of 
diabetes, body mass index, and glycosylated hemoglobin were similar in 

the 

two groups and remained unchanged throughout the study. In the placebo 
group, AER rose from a baseline median of 65 micrograms/min (range 53 to 
76, 95% confidence Interval) to 72 micrograms/min (57 to 87) and to 83 
micrograms/min (62 to 104) after 1 and 6 months, respectively, but fell 
from 62 micrograms/min (48 to 76) to 45 micrograms/min (33 to 57) and to 
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53 micrograms /min (38 to 69), respectively, in the ramipril group, a 
significant difference between the groups (P < . 01 ). (ABSTRACT TRUNCATED 

AT 

250 WORDS) 
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AB The principal end point in the evaluation of treatment in incipient and 
overt diabetic nephropathy is rate of decline in glomerular filtration 
rate (GFR) . Therefore, information on reproducibility of GFR measurements 
is essential in the planning and evaluation of clinical trials. We 

studied 

reproducibility of GFR measurements in insulin-dependent and non-insulin- 
dependent diabetes mellitus patients using, respectively, a constant- 
infusion technique with urine collection and labeled iothalamate as a 
tracer marker and a single-shot procedure using Cr-EDTA, measuring the 

GFR 

from the decline in plasma level after bolus injection. The coefficient 

of 

variance in the insulin-dependent patients was from 7.5% to 8.8% with 
repeated measurements. In longitudinal studies with several measurements 
the mean coefficient of variances varied between 7.4% and 3.4%. In the 
non-insulin- dependent patients the coefficient of variances between two 
tests were 7.0% and 5.3% for normoalbuminuric and microalbuminuria 
patients, respectively. In cross-sectional studies as well as in 
longitudinal studies, it has been consistently shown that GFR is well 
preserved and at a supranormal level in patients with normoalbuminuria 

and 

microalbuminuria. A decline in GFR appears to start around the transition 
from microalbuminuria to overt diabetic renal disease, 

although more detailed studies are needed to support this finding. With 
regard to intervention trials, several studies document that 
microalbuminuria can be reduced by effective antihypertensive treatment, 
particularly with angiotensin-converting enzyme inhibitors, also in 
patients with normal or close to normal blood pressure. Preliminary 
results from long- term studies suggest that reduction in 
microalbuminuria 

in these patients is associated with preservation of GFR and, thus, 

apparently renoprotection . In patients with overt renal 

disease, it has been consistently shown that antihypertensive 

treatment reduces albuminuria as well as the rate of decline in GFR. This 

is also observed with combined treatment regimens, for instance beta 

blockers or angiotensin-converting enzyme inhibitors combined with 

diuretics, or the three types of drugs in combination. 
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